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Mail Stop Amejidmejtt 
CoTHBussioaer k>r Patents 
P.O.Box 1450 
Alexandria, VA 22313-1450 

REPLY TO ACllOH OF NOVEMBER 30, 2006 
Claims 86-98 and lOO-lOl arepsndiiig. Paim 90 is viithdrawH ftx>m comidemion. 
AppiicMts respectfuiiy request thst the Examiner consider the references cited on the 
Siippkmental Infomiation Disclosure Statejjienj: filed September U, 2006, and mdicate fel he 
done so by retumiag an Miaied copy of ferforiB: PTO-I^ 

35U.S.C.S103 

Claims 86-89, 91-98, iOO and 101 were rejected under 35 ILS.C. § 103 as being 
unpatemabie over U.S, Patent No. 6,692,742 (Nakamnta et al) in view of Lokhorst et aL {Blood 
84:2269-2277, 1994) and MaseOis-Smith etaL {Cancer Research STm^-Wo, 19v7). 

The position ofthe Office apj-^cars to rely oa the following. Nakatriura describes a 
combination of molphalan and an ajiti--lL-(^ rccepror antibody for u-catrnciit ornnUnnic myeloiTUj 
(MM). Lokhorst et ai teaches thai anli-VLA-4 antikxiies inhibited binding of purified ra>'eloma 
cells to long tern bone marrow cultures (LTBMC) fmm patients wth multiple myeloma. 
Lokhorst et al also teaches that inhibition of this cell-cell contact inhibited i L-6 secretion by the 
LTBMC cells. Maseliis-Smith et al teaches that anti-a4 ajitibodies that bind a inhibitesi MM 
hlooj B ceil interactions with bone nuirrow fibroblast? u: \ itro. The L xatrdner coni. iuOt-s thai ii 
would Ijau' boon, obvious to one of ordinary skill in {lie art at ihc dmc tliv invention v. as made lo 
subsiituic the ajjl;-!! -o receptor antiboilies ?aught by Kakaniura \\ iiii the ajtiti -VLA-4 antibodies 
lauglit by Masellis-Srnith or LokhoTst 0^ al. in a method of treating MM. AppHeants 
ri^pectfiilly disagree. 
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None of the references, alone or m combination, reach or suggesit iaatment of MM by 
adnumstcnng an anti-a4 ratcgrm antibody, such as an an«~VL4.4 antibody (or an aiitigcn 
bmdmg fragment thereof), m combination wtb a chemotiiorapeimc <n-i.nt 1 bci^ is also 
bi^^QKi^on 01 niotis dbon, e\hei m tiie references thcmse^es, or in t'u kio^\ re ^ tru.^i ^ 
as lo OH' ol niun<is> sliC ir the art, to ^nodifv the tcadung*^ of Kakamiua, Ma&f'iis s>niu \ 
<*nd Lc.cL:ii>rM .vr ivc the cianncd methods Xal^amnra ei ai used aati-lL-6 receptor 
^^tibodies {ml aiiti~VLA-4 antibodies) m a mouse mode' of MM, 

Appiicaiits have further presetitec' evidence sliowng that anti-VLA-4 antibodies aud .^nti- 
IL-(> antibodies are notmteirhimgcabie for treatment of MM (see be1o\\) Ihu > < 
permitted to make ihc leap that treatment of MM with anti-Vl A-4 ftnh \ups jn comi^ nation 
with a cacnioMit; apotiiu a>nt iS o'moui i kv of dit- 1 , u d n J >s t ^ UnicPv of MM viUh 
a.iti-iL-6 leccntoi .n(ibodit;» in combination v, iih *i chcmodiciapcuiic v*gent 

In idence or >^ by a practitioner of ordmary skill in iht. art ^^ oald have btheved anli-a4 
antibodies, such as anti~VLA-4 antibodies, would not be tnterchangcabie \%itii anti-IL-6 receptor 
antilxidics, or any other agent that inhibits the JL-6 pathway, was explained bv Dr (iR-gory R 
Mundy. an mventor named on the pending applsr<^ n> \ m a Dt<.:ara5 ^! riho Vuijuiv 
Dcclaiat'onn submitted with the Rep?v to Office AlHot? » x Sep^cnihci 1 1 200o Dr nd> 
.'\puim^i i\ ap ^ ^ Shi IXvUia sun ioM ar*i !l -6 leceptor .mtihody vv?L dssiqv , 
miiltuudx; of pat:i\v£>s, a& ihis icceptor mteiacts with at least two ditfcrent classes of ligajuis, one 
class beu^g the gp 130 hgands and the other ciass being the gp80 ligands "Oius, one would not 
<.\pect that ai anti-VLA-4 anubody, which disrupts very different interactions as dcSLu.xx^ 
below, could substiltite for an 11 -6 receptor antibody Dr Mundy also explained at .ia..^e'.^p i + 
of tljL D..i..au-)t. ^hat tho nno. J.d not tcrch ihat a it -'I 6 .ml t>Ov.-<ics co ilu ^ ><,i o irtiai 
} o. ov. isp 0, B. .^:k ct (,/?/f»oc/S6 .v^)^, .suV m the IDS hut\ii,ttOi^ hire 21, 

200-^ s 1 iii^nt ami-r[ -6 antibodies ^^ ere not effectr t at ti^ainsi^ MM. Bataiile ct al reported 
ti.at paiiunts s^m ad\anced MM did not ach'c\c renii^sior oi imp'-ovcd outcome following 
treati-nent with mnnns. anU-fl -6 monoclonal antibodies Dr Mundv also explained at 
paragiaph 5 of the Declaration that anti VLA-4 antibodies iire bcbtved to work through 
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! tc u\ .-r.!s that arc independent of IL-6 Anti-VLA 4 antibodies kjU m> elo ua cells by 
blocking direct interactions between myeloma cells and nonnai host ce!K m tiic bone naTO\\ 

When the mveloma celis cannot attach to tlie nonnai host coUs, the niveloma cciis die 1 hero 
may be a cortorj ^^it (Lcioaw n IL . \ n io ^ . k ^ i;.; {urn v^f am \ I \ 4 < s 
^ugs;«.stcdb^ tre'^iu/.. iTiduv-^iUMo'^t. nit u us ' inT>ioai^. <fficl rot K J lea 
^.iu : nn tion\ i ^ell death, ror ti »t feasor w i . »n J ^ ^5,1 IK ^ho 1 bus ra hght of the 
pf .or .Tv a& a w^ole. aiid the facts pro\ided by Di Miaidv, one of skill m the art \\ouid not 
conclude that ait anti-VLA-4 antibody could mbstitute for an IL-6 antibody or m IL-6 iccep toi 
antibody, or anv other anlibod> that disrupts the IL-6 pathway, for tht tteatmcm of I^M 

m the Nakamura reference relied on bv the U S Patent and Tradcmaa Ofnce snows 
that IL-6 receptor antibodic-. a'o K %citinc'Kcn\v, 'Hbc<S^Ui,eo a IcinothcraptufK t 
*oi the treatment of MM Sec Naku^iura at col 2(>. hres. 23-35. aiid tol. 22, 'iros 1 ">> 20 and 4^)- 
53, and Table 2 Tl .is, ex en ant -VLA-4 antibodies inhibit IL-6 (which Exammei reads 
Lokhor&t lO suggest), one xvould not expect TL-6 uihtbitory agents to be interchangeable with 
anti-VLA-4 mkbitory agents to effecti\ eiy hx^t MM, \% hether alone or m combinat*or xvith an> 
otlier agent 

'I he Exammcr states at page 5 of the November 30* Of^a e \ciK>n ^bdt ih^ Mk nd\ 
[ >^ i .'H> 1 ^ 55 , 1 a iv u 'o overcome the current rejection under 35 b.S C § 101 The 

bxaminer also niainums that 



0* n ieav.hinjs neihod& of tica^uig Xj VI \vnh ami-ll -o ccepvcr 
bodu s a id i^v^iphalan, antibodic*; \s hich nihihit the biological 
acvnu\ 6 \>theLokhor5t<?^f// teichmgs that "nono^lonal 
aniibudisjj directed to the a4 irtep iPiW \ 4^ ') ai n t^'h* bn u\ -> 
purified myeloffia celK to on^ icjrs h ->'n. s'-irrow v TrfM* j 

from patients with multiple uivoloma T u'-^hcanoft. Hi. aiUibodies vu 
S'L \ 4 inhibited tlie induced I L-6 s-ecraion Ot>ke Action at 
pages 5-6. 



llie Ex^Btiner disregards AppKcimis- previous ai^ii^^ and the statements in the 
Mtmdy Deelai-atioa, further stating that 'Ihe mechanism of action does tsot have a bearing on the 



App.^ar \hn<i\'crjl Attorney's Docket No,: :K)274-063(M)I / A061 US 004 



patentability oi the invention if the invention \s.as aircad) knovn oi obsious ' Offcc ActR t at 
page 6 Applicants howe\ei, note that for a combination ofrefcrenvcs to lenuer ^ caimcd 

nvention to be t^b\ioiJs the rcfcrene*.s must sugsj^st tlic desj{aod{*\ thus* he oHi > i-^'io'js ot 
hlIm iK.o-!\h itu I !«. K 1 nh X lubu ( fu s . i 5 ^ n 

bi t. iU i\ ^ ( ndi"^ iuua oil 1 c 1 fK s - j < j ih . *u 
^ V utiicvh \Ld ni.it on MPl > II) T d msi nu> is f ot jTettiuttecno 

ignoit \ppL<.<uit<; esiJence "shos^mg that \ LA. 4 .n} .bitor-^ and iL 6 mhi&ito'-* aix. not 
interchangeable lor the treatment of MM The dtimate determmation on patttitabihtv m made 
on the cntiie recoid /« 9"'" F 2d 1441 (Fed Or 1992) hkxmw of the statt oi ti-c an 
at the fihng d itc ot the application and m \ iw of ^^pphcants \icn<. e indicating t lai M \4 
in'^sb ttrs d r oRvv.pa ih-iKSNi^s^ \k\ w ^ >lo n-^^ ti u t ot MM, oreol 
ordi ikiM it; '-^ wouki not ia\<. a reaj.ona'iic expectation of bubvlitufng tlie anti II 
'•eLepior antihodiu? oi \akaniura w ith amx VLA-4 antibodies for the ^catiwoni of MiM e\en ni 
combiimion witli a ct?emodierapeutic agent. 

in \ tew of tlie foregoing, Apphca^its maintam *hat one of sUll iv the ..r* not be 
motnaled to substitute the antt-U -6 receptor attibodieb of \ A m r mi 1 mu \ ^ 
rntibodc; tor ihe treatment of MK! even m \ie\% of the di^cbs? f^n oil W ^ j 

i ! Si ! I t IhcJi. us i n 15 O ti<.t!5i.!, t. <, -> OnJi l^^l+i 

\ u V 4 u i X d ror an ann IL o rectptoj aiitibodv, in % lew 01 thv aboxs kd^c r i ^. lit 
rega-dmg the difleiait pathways b> \^hich each antibodv functionj,, one of ordinary sUO in th*. 
ast ^^ouid not have a reasonable expectation of succes&tuilv tieatracnt MM bv making such a 
sub-^tmrnon A-pphtants tlienufore rcqucs reconsideratior and withdrawal of the le'Octio i dcr 
hi 5? 103 

Apphtams behs.\e the claims aie IP c»>f duioaiorabo% aiH,. ^\hd i-t on sTvijutsiui 
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E«ciosa! is a petition for extension of time for oTie jnoatk Pie*^e apply tljfis fee of S OO, 
and any other necessary charges, or any credits, to Deposit AccouBt No. 06-1050, refereaeing 
Atlomey Ddcfeet No, 1 0274-063001 . 



RespectfuUy submitted. 
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